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Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 
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DETAILED ACTION 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out 
and distinctly claiming the subject matter which the applicant regards as his 
invention. 

Claims 2, 4, 5, 8-19, 21-25, 31 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

1. The "methotrexate moiety" language in claim 2 and 23 is unclear. Moiety formed how? 
Unlike e.g. biotin, which has one standard way of binding, it is not clear how 
methotrexate will bind. Not including the amide N, there are four different Oor-N 
atoms which could have protons displaced. 

2. The claim 2 provision for a plurality of labels is unclear. The formula shows only one L. 
If R4 can have several L groups attached, then the formula must be amended 
accordingly. Note in this regard that R4 is an alkylene group, which has exactly two 
bonds, one of which must be used to attached to R3. The traverse is unpersuasive. The 
amendment has made it clear that all L groups are to be attached to the R4, but that 
just exacerbates this problems. With L as a divalent group, it has only two bonds! one to 
R3, and one to a single L. If the L groups were attached to each other, this problem 
would not exist, but the claim language eliminates this possibility. 

3. It is unclear where the list of labels in claim 2 ends. This is important because there 
can be a plurality of labels, but things that are not labels, there cannot be a plurality of 
these. Is "methotrexate moiety" a label, in which case there can be more than one, or is 
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it a choice for L, in which case there is just one permitted, as the formula has just one L. 
The problem here is that the choice of "a bond...." is clearly not a label, therefore, the 
list of labels must have stopped by then. The remarks say "there can be no doubt" but do 
not actually say where the end of the labels list is. The examiner understands that it all 
belongs to the definition of L. The question is where the list of labels ends, because it is 
labels which can be plural. Anything which is L, but not a label, cannot be plural. The 
remarks about "structuring this definition in paragraphs" is not understood. 

4. At next to last line of claim 2, what does "moiety with cell membrane-inserting 
properties" mean? Is this something which inserts a membrane into something, in 
which case, into what? Is it something which attaches itself to a membrane, i.e. inserts 
itself onto a membrane? Is it something which passes through? The traverse is 
unpersuasive. The traverse is unpersuasive. The remarks simply brush this off, saying 
one of ordinary skill in the art would know, but applicants appear to be unable to 
indicate just what it is that one of ordinary skill in the art would know. 

5. R4, choice (b) is unclear. The material before "representing" would appear to cover both 
NHCO and CONH, but the claim goes on to give only the former. Is only the former 
intended? In addition, the "or more" would appear to permit NHNHCO as well as 
NHCONH, but again, these do not appear after the "represents". Are these included? 
The traverse is unpersuasive. The change is noted, but does not get at the problem. The 
new language says that only a single carbon is substituted by O, and it is adjacent to 
the N, but both NHNHCO as well as NHCONH meet that. Such groups may or may not 
be considered amides. The remarks do not address this point at all, as the remarks are 
silent on the issue. 
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Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not mailed 
until after the end of the THREE -MONTH shortened statutory period, then the shortened 
statutory period will expire on the date the advisory action is mailed, and any extension fee 
pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of the advisory action. 
In no event, however, will the statutory period for reply expire later than SIX MONTHS 
from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Mark L. Berch whose telephone number is 571-272-0663. 
The examiner can normally be reached on M-F 7=15 - 3=45. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James O. Wilson can be reached on (571)272-0661. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information 
for unpublished applications is available through Private PAIR only. For more information 
about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic Business Center (EBC) at 866- 
217-9197 (toll-free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786-9199 (IN USA 
OR CANADA) or 571-272-1000. 

/Mark L. Berch/ 
Primary Examiner 
Art Unit 1624 
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